Increasing evidence supports the notion that an aberrant microenvironment facilitates cancer development. The mechanisms underlying the phenotypic changes and the tumor-promoting function of cancer-associated stroma remain largely unknown. Overexpression of the chromatin remodeling protein Hmga2 in the stroma leads to the formation of multifocal prostatic precancerous lesions in the neighboring naïve epithelium in a paracrine Wnt-dependent manner. The potent growthpromoting effects of Hmga2-modified stroma collaborate significantly with enhanced stromal AR signaling to drive the development of prostate adenocarcinoma. Our findings (pp. E3395-E3404) provide compelling evidence for the critical contribution of epigenetic changes in stromal cells to cancer initiation and progression.
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This study (pp. E3405-E3413) describes a unique mechanism of virusinitiated autophagy and exploitation of autophagy membranes for virus replication. Autophagy is a highly regulated cellular process in which cells destroy and recycle their own components in lysosomes. The mechanism most viruses use to induce autophagy is unknown. We show a rotavirus pore-forming protein activates a calcium-dependent signaling pathway to initiate autophagy. Rotavirus hijacks autophagy membranes to transport viral proteins to sites of virus replication for assembly of infectious particles and interferes with autophagy maturation. Inhibition of the signaling pathway blocks virus production, suggesting a therapeutic target to fight infection. 
